SUMMARY The effects of cimetidine on the healing and recurrence of duodenal ulcers and gastric ulcers were compared. The extent of the acid secreting areas was examined by the endoscopic Congo red methylene blue test. Using the extent of acid secreting areas gastric ulcers were classified into ulcers with and without extensive acid secreting areas. Duodenal ulcers were all associated with extensive acid secreting areas. The gastric acid outputs in the basal state and after maximal stimulation with gastrin were highest in duodenal ulcers, and lowest in gastric ulcers without extensive acid secreting areas. Cimetidine treatment significantly promoted the healing of duodenal ulcers and gastric ulcers with extensive acid secreting areas when compared with placebo, but not of the gastric ulcers without extensive acid secreting areas. Cimetidine also significantly diminished the recurrence of duodenal ulcers, but not gastric ulcers with and without extensive acid secreting areas. These findings indicate that in Japan cimetidine promotes the healing of duodenal and gastric ulcers associated with high gastric acid production and prevents recurrence of duodenal ulcers, but has little or no influence on the healing and recurrence of gastric ulcers associated with low acid secretion.
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Cimetidine, a histamine H2-receptor antagonist, promotes healing of duodenal ulcers and prevents recurrence of duodenal ulcers.1-3 Studies on the effects of cimetidine treatment on the healing and recurrence of gastric ulcers, however, have provided conflicting results.4'1 In the present work, therefore, we compared the effects of cimetidine on the healing and recurrence of duodenal and gastric ulcers in relation to the extent of acid secreting areas.
Methods

PATIENTS
The effects of cimetidine on the healing and recurrence of duodenal ulcers and gastric ulcers were compared usin, the endoscopic Congo red methylene blue test. 1 Table 1 summarises the clinical data on patients with active and healed duodenal and gastric ulcers. There were no significant differences among the groups for age, sex, male to female ratio, or duration of ulcer disease. Gastric ulcers with large acid secreting areas were located chiefly in the antrum or angulus. In contrast, gastric ulcers without large acid secreting areas were located chiefly in the gastric body, although 21% of them were found in the angulus. Duodenal ulcers were all associated with large acid secreting areas. In contrast, no acid secreting areas were found in 25% of gastric ulcers without acid secreting areas. The acid outputs both in the basal state and after maximal stimulation with gastrin were highest in patients with duodenal ulcer, and lowest in patients with gastric ulcer without extensive acid secreting areas. with large acid secreting areas was significantly greater than those without large acid secreting areas. Table 3 summarises the effects of cimetidine on the healing of gastric ulcers located at the angulus. The healing of ulcers located at the angulus in patients without extensive acid secreting areas was significantly greater than in patients with extensive acid secreting areas. Table 4 summarises the results. Only in patients with duodenal ulcers, did cimetidine treatment prevent recurrence of ulcers significantly more markedly than placebo. In cases treated with placebo, recurrence of gastric ulcers were significantly more frequent in patients without extensive acid secreting areas than in those with extensive acid secreting areas. Cimetidine had no significant influence on the prevention of gastric ulcers, however, either with or without extensive acid secreting areas. 18-2t reported that cimetidine was only at least as effective as an antacid regimen. According to the extent of acid secreting areas, we classified gastric ulcers into ulcers with and without large acid secreting areas. Gastric ulcers with extensive acid secreting areas are usually located in the antrum or angulus, and are associated with high secretion of acid. In contrast, gastric ulcers without extensive acid secreting areas are usually located in the gastric body, and are associated with low acid secretion. Clinically, the former did not heal completely after medical treatment, but the latter healed more rapidly although ulcer recurrence was more frequent..1 These findings led to the suggestion that there are two different aetiological subpopulations in gastric ulcer. In the present study, Cimetidine is useful for treating duodenal ulcers with and without gastric ulcers, and gastric ulcers located in the angulus or pyloric antrum.
HEALING OF DUODENAL ULCERS AND GASTRIC ULCERS
RECURRENCE OF DUODENAL ULCERS AND GASTRIC ULCERS
In gastric ulcers without extensive acid secreting areas, the defensive mechanisms seem to be inadequate to cope with aggression. We found that gastric mucosal blood flow was reduced both in the antral and fundic mucosa in patients with gastric ulcers without extensive acid secreting areas.29 These findings indicate that treatment with drugs that enhance the mucosal defensive mechanism is more effective for this type of gastric ulcer than cimetidine.
Prevention of recurrence of gastric ulcers is a more difficult task than healing an active ulcer. Jensen et al, 9 Hentschel et al, and Barr et a131 reported that maintenance treatment with cimetidine helped to prevent symptomatic relapse in gastric ulcer patients. Similarly, Kikuchi and Miwa32 reported that maintenance therapy with cimetidine should be used in patients with increased gastric acid secretion. There are also reports showing the opposite trend, however, as regards recurrence. In the present study, we found that cimetidine treatment could not prevent recurrence of gastric ulcers.
In conclusion, in Japan cimetidine is effective in the treatment of duodenal ulcers and gastric ulcers associated with an increased gastric acid production, but not gastric ulcers with a low acid secretion, and maintenance therapy with cimetidine cannot prevent gastric ulcer recurrence. 
